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What is claimed is : 

1. A Aethod to suppress immune, acute or delayed- 
type hypersensitivity response in a subject, said 
method comprising treating the subject with a 
therapeutical\y-ef fective amount of a 5 -lipoxygenase 
inhibitor and V cyclooxygenase-2 inhibitor selected 
from Dupont Dup\ 697, Taisho NS-398, meloxicam, 
flosulide and compounds of Formula I 



// 
0 



/ 



R- 



wherein A is a 
selected from partial 
heterocyclo and carbo< 

wherein R 1 is at 1< 
from heterocyclo, cyclo 
wherein R 1 is optional 1 
position with one or mo 
haloalkyl , cyano ,- carb 
hydroxyalkyl, haloal* 
nitro, alkoxyalkyl, al 
alkylthio; 

wherein R 2 is sel 

wherein R^ is a r 
alkenyl , alkynyl, oxo, 



koy, 



-meniber ring substituent 
unsaturated or unsaturated 
c riigs; 

st one substituent selected 
\kyl, rycloalkenyl and aryl, 

:ed at a substitutable 
als selected from alkyl, 
cvl Jf allfcoxycarbony 1 , hydroxyl , 

alky lamino , ary lamino , 
1, halo, alkoxy and 



(icted fr&iAalkyl, and amino; and 
=dical selected from halo, alkyl, 
cyano, caVboxyl, cyanoalkyl, 
heterocyclooxy, alkyloxy, alkylthYo, alkylcarbonyl , 
cycloalkyl, aryl, haloalkyl, heterbcyclo, cycloalkenyl , 
aralkyl, heterocycloalkyl , acyl, arkylthioalkyl, 
hydroxyalkyl, alkoxycarbonyl , arylcarbonyl, 
aralkylcarbonyl, aralkenyl, alkoxyallWl, arylthioalkyl , 
aryloxyalkyl, aralkyithioalkyl, aralkAxyalkyl, 
alkoxyaralkoxyalky 1 , alkoxycarbonylalkVl , 
aminocarbonyl, aminocarbonylalkyl , alkylaminocarbonyl , 
N-arylaminocarbonyl, N-alkyl-N-arylaminoWrbonyl, 
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alkylaminocafrbonylalkyl , carboxyalkyl , alkylamino , N- 
arylamino, N-aralkylamino , N-alkyl-N-aralkylamino , N- 
alkyl -N-arylamino , aminoalky 1 , alkylaminoalkyl , N- 
arylaminoalkyl, N-aralkylaminoalkyl , N-alkyl-N- 
aralkylaminodlkyl , N-alkyl-N-arylaminoalkyl , aryloxy, 
aralkoxy, arylthio, aralkylthio, alkylsulf inyl , 
alkylsulf onyl A aminosulfonyl, alkylaminosulf onyl , N- 
arylaminosulf onyl , arylsulf onyl , N-alkyl-N- 
arylaminosulf orWl ; 

or a pharmkceutically-acceptable salt thereof. 



15 



20 



25 



30 



35 



2 . The method of Clair 
lipoxygenase inhibitor ar 
inhibitor are admj 

3 . The methoA of Cla: 
lipoxygenase inhibitor and, 
inhibitor are adminiYs terec 
simultaneous manner! 



wherein said 5- 
tid cycloxygenase-2 
i a sequential manner. 

T~wherein said 5- 
said cycloxygenase-2 
in a substantially 



im 1 wherein the 5- 
selected from masoprocol, 
n, lonapalene, tagorizine, 
76745, N'-[[5-(4- 
1 -methyl -2 -propynyl ] -N ' - 
3) , (R) <+)N*-[ [5-(4- 
1 -methyl -2 -propynyl] -N- 
5) , Abbott ABT 761, 
y-x-1005, Biofor BF-389, 
Takeda CV-6504, Efamol 



4 . The metho 
lipoxygenase inhib 
tenidap, zileuton 
Abbott A-121798, 
fluorophenoxy) fur, 
hydroxyurea (Abb 
fluorophenoxy) fu, 
hydroxyurea (Ab 
Dainippon AL-3 
bunaprolast, Cytomed CMI-3 

EF-40, Ciba-Geigy CGS-26529\ enazadrem phosphate, Leo 
Denmark ETH-615, f lezelastinie hydrochloride, 
lonapalene, Merck Frosst L 633536, Merck Frosst L 
699333, Merckle ML-3000, 3M Pharmaceuticals R-840, 
rilopirox, Schering Plough SCH 40120, tepoxalin, 
linazolast (TMK-688) , Tanabe TV757, Tanabe T-799, 
Zeneca ZD 7717, Zeneca ZM-21680\0, Zeneca ZM 230487, 
and Zeneca ZD-213 8. 
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5. The Ynethod of Claim A~ wherein the 5- 
lipoxygenase Anhibitor is selected from tenidap, 
zileuton, f lobuf en, lonapalene, tagorizine, Abbott A- 
1217 98 / Abbott V* -7 67 45 , M' - [ [5- (4-f luorophenoxy ) furan- 
2-yl] -1-methyl-a-prcpynyl] ->!' -hydroxyurea (Abbott A- 
78773 ) , ( R ) ( + ) M 1 V [ [ 5 - ( 4-f luorophenoxy ) furan-2-yl] -1- 
methyl-2-propynyl] -^-hydroxyurea (Abbott A-79175) , 
Abbott ABT 761, CUba-Geigy CGS-2S52S, Biofor BF-389, 
Cytomed CHI -3 92 , Aeo Denmark ETK-615, lonapalene, Merck 
Frosst L 699333, Mferckle ML-3000, 3M Pharmaceuticals R- 
840, linazolast (T>k-688 ) , vfakabe T-757, Tanabe T-799, 
Zeneca ZD 7717, Zen\ca Z>^216j300, Zeneca ZM 230437, and 
Zeneca ZD-2138. 



6. The method o3\ Claim yf 
from oxazolyl, isoxa£o\Lyl, d, . 
and pyrazolyl; whe 



membered heterocycl 
biphenyl and naphthyl 
substituted at a sib 
more radicals selec 
haloalkyl, cyano, c 
hydroxy 1, lower hyc. 
lower alkylamino, z> 
alkoxyalkyl, lower 
and lower alkylthi.o 



wherein A is selected 
hydro fury 1 , imidazolyl , 
selected from 5- and 6- 
b , a^q/'arjl selected from phenyl, 
erein R 1 is optionally 
ablie position with one or 
tea zrdp lower alkyl, lower 
arboxyi\ Idwer alkoxycarbonyl , 
roxyalky\ , \lower haloalkoxy, amino, 



henyiaminbv 1 nitro, lower 
alkylsulfihyl , halo, lower alkoxy 



wnerem is amino; and wherein R^ 
is a radical selected from oxo\ cyano, carboxyl, lov/er 
alkoxycarbonyl, lover carboxyalkyl , lower cyano alkyl , 
halo, lower alkyl, lower aikyloxv, lower cycloalkyl, 
phenyl, lower haloalkyl, 5- or 6-Wmbered heterocyclo, 
lower hydroxy 1 alkyl, lower aralkyA, acyl, 
phenylcarbonyl, lower alko:cyalkyl , \5- or 6 -membered 
heteroaryloxy , ami no c a r bo ny 1 , lower \alky laminocarbony 1 , 
lower alkylamino, lower aminoalkyl, Aower 
alkylaminoalkyl, phenyloxy, and lower \aralkc:cy; or a 
pharmaceutically-acceptable salt thereof . 
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7. The methofi of Claim S^wherein A is selected 
from oxazolyl, isodazolyl, imidazolyl, and pyrazolyl; 
wherein R 1 is phenylL optionally substituted at a 
substitutable position with one or more radicals 
selected from methyl ethyl, isopropyl, butyl, tert- 
butyl, isobutyl, pentyl, hexyl, trif luoromethyl , cyano, 
carboxyl, me thoxy car Ao ny 1 , hydro xyl , hydroxymethyl , 
trif luoromethoxy , amino, N -methyl amino , N , M- 
dimethylamino , N-ethy lamino, N , N-dipropy lamino , N- 
butylamino, M-me t hy 1 - NV e thy 1 amino , nitro, 



n-bi/tox 



ite amAno ; 



fhVl, 



isc 



oro, chloro, bromo, 
, pentoxy, and 
nd wherein is a 
carboxyl, 



me t hoxyme t hy 1 , me t hy 1 s Ul f i ny 1 
me thoxy, e thoxy, propo 
methyl thio; wherein R 2 
radical selected from cxa, /cyano, 
methoxycarbonyl, ethoxycaWoonyl , jcarboxypropyl , 
carboxymethyl, carboxyeth^l , cyanomethyl, fluoro, 
chloro, bromo, methyl, e 
butyl, isobutyl, pentyl, 
dif luoromethyl, trif luo 
dichloromethyl , trichlo 
heptaf luoropropyl, f 1 



:o 



dif luoropropyl, dichlor oethylV didhloropropyl , me thoxy , 



:cy , peritoy 



ropyl, butyl, tert- 
hdtcyl ,/f jluoromethyl , 
c-eX&Vl, thloromethyl, 

.yl , pentaf luoroethyl , 
ometjhyl, I dif luoroethyl, 



cyclohexyl , phenyl , 



e thoxy, propoxy, n-butc 
pyridyl, thienyl, thia:; 

pyrazinyl, hydroxy Imethyl , hydr^pxy^propyl , benzyl, 
f ormyl , phenylcarbony 1 
aminocarbonyl , M-methyi. 
dime thy laminocar bony 1 , N, N-dime 
N, N-dipropy lamino , N-buty lamino , 



olyi , oxazolyl, furyi, 
ydrox; 

me choxyme 1 7 nly 1 , f ury imethyloxy , 
aminocarbonyl , N, M- 

thylamino , N-e thy lamino , 
methyl -N- e thy lamino , 



aminomethyl , N, N-dimethylaminomethyl, N-methyl-N- 
ethylaminomethyl , benzyloxy, and pnenyloxy; or a 
pharmaceutically-acceptable salt thereof. 



3 5 8. The method of Claim 7 selected from compounds, 

their prodrugs and their pharmaceutically-acceptable 
salts, of the group consisting of 



* 



eSultcr.amic 



3- (3 , 4-dif l^oropheny 
2- (5H) -furanone; 

3 - p h e ny 1 - 4 - 4 -Vn e t hy 1 s 

4 - { 5 - ( 4 -chlordphenyi 
pyrazol-l-yl] benzenesulf c 

4 - [5 - (4-methylp^ienyi 
pyrazol-l-yl] benzene 

4-[5- (3-f luoro-4 1 
(dif luoromethyl) -IK-pv 

3- [1- [4- (methylsu 
lH-imidazol-2-yl]pyridi 

2-methyl-5-[l-[4-( 
trif luoromethyl -iH-imid 

4 - [2- (5-mechylpyrij 
lH-imidazol-l-yl]benze 

4- [ 5 -methyl -3 -phe 
yl] benzenesulf onamide ; 

4- [ 5 -hydroxy e thy 
yl] benzenesulf onamide 

[2 -trif luoromet 
oxazolyl] benzenesulf onami 

4- [2 -me thy 1-4 -phenyl 
oxazolyl] benzenesulf onami 

4 - [5 - (3-fluoro-4-rr.ee 
4-oxazolyl] benzenesulf ona 



i) -4- ( 4-methylsulf onylphenyl ) - 

ulf onylphenyl ) -2- (5H) -furanone; 
} -3- ( trif luoromethyl) -1H- 
namide; 

) -3 - ( trif luoromethyl ) -1H- 



me t ho:*vph envl ) -3 - 



ni-2- 



L] benzenesulf onamide; 
enyi] -4 -trif luoromethyl - 

rhylsT-jlf onyl) phenyl] -4 - 
1] pyridine ; 

) -4- (trif luoromethyl) - 



f ona nide; 
xaz©l-4- 



viis 



3 - z he rV 1 ils oxa z o 1 - 4 - 



1-5- (3 , 4Adif luorophenyl) -4- 



- o - 

:e ; and 

:oxypheny\- 2 -trif luoromethyl) 
\ide. 




A combination ccrr.prising a therapeutically - 
fsctive ^sapunt of a cyclooxygenase-2 inhibitor, a 5- 
ipoxygenase mlvaJpitor and an immunosuppressive drug 
selected from antipbqlif erative agents, 
anti inflammatory -act ingN^cmpounds and inhibitors of 
leukocyte activation . 



10. The combination of Claim^wherein the 
cyclooxygenase-2 inhibitor is selec ted^fg^om Dupont Dup- 
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697, Taisho NS-3 9£, meloxicam, flosulide and compounds 
of Formula I 



o 



/ 



p. 1 



■HIS 



'=120 



wherein A is a 5 A or 6 -member ring substituent 
selected from partiallV unsaturated or unsaturated 
het erocyclo and carboc^clic rings; 

wherein R 1 is at laasc one substituent selected 
10 from heterocyclo, cycloalkyl, cycloalkenyl and aryl, 

wherein R 1 is optionally Substituted at a substitutable 
i position with one or more \radicals selected from alkyl, 
haloalkyl, cyano, carboxyl\ alkoxycarbonyl , hydroxy! , 
hydroxyalkyl , halcalkoxy, akino, alkylamino, arylamino, 
nitro, alkoxyalkyl, alkylsulrinyl, halo, alkoxy and 
alkyl thio; \ 

wherein R 2 is selected f^\pm alkyl, and amino; and 
wherein R^ is a radical selected from halo, alkyl, 
alkenyl, alkynyl, oxo, cyano, ckrboxyl, cyanoalkyl, 
heterocyclooxy , alkyloxy, alkyl tAio, alkylcarbonyl , 
cycloalkyl, aryl, haloaikyl, heteVocyclo, cycloalkenyl, 
aralkyl, heterocycloalkyl, acyl, aYkylthioalkyl , 
hydroxyalkyl , alkoxycarbonyl , ary lcferbony 1 , 
aralkylcarbonyl , aralkenyl , alkoxyalkyl , arylthioalkyl , 

2 5 aryloxyalkyl , aralkyl thioalkyl , aralkoxyalkyl , 

alkoxyaralko:cyalkyl , alkoxycarbony lalky-1 , 
ami no c ar bo ny 1 , aminocarbcnyi alkyl , alk/laminocarbonyl , 
N-arylaminocarbonyl , N-alkyl -N-arylaminqcarbonyl , 
alky laminocarbonylalkv'l , carboxyalkyl , aikylamino , N- 

3 0 arylamino, N-aralkylamino , N-alkyl-N-aralWlaiuino , N- 

alkyl-N-arylamino, aminoaikyl, alkylaminoa\Lkyl , N- 
arylaminoalkyl , N-aralkylaminoalkyl , N-alkyY-N- 
aralkylaminoalkyl, N-alkyl -N-arylaminoalkyl Aaryloxy , 
aralkoxy, arylthio, aralkylthio, alkylsulf inyl, 
35 alkylsulf onyl, aminosulf onyl , alkylaminosulfonyl, N- 



arylaminosuAf onyl , ary lsul f onyl , N-alkyl-N- 
ary laminosulronyl ; 

or a phapnaceutically-acceptable salt thereof. 

11. The combination of Claims wherein the 5- 
lipoxygenase inhibitor is selected from masoprocol, 
tenidap, zileutan, flobufen, lonapalene, tagorizine, 
Abbott A-121798 A Abbott A-76745, N'-[[5-(4- 
f luorophenoxy) f uran-2 -yl ] -i-methyl-2-propynyl] -M 1 - 
hydroxyurea (Abbottt A-73773), (R)(+)N'-[[5-(4- 
f luorophenoxy) furam-2-yl] -1 -methyl- 2 -propynyl] -N- 
hydroxyurea (AbbottA A-79175 ) , Abbott A3T 761, Dainippon 
AL-3264, Bayer Bay-A-1005, Biofor BF-389, bunaprolast, 
Cytomed CMI-392, Takkda CV-5504, Efamol EF-40, 
enazadrem phosphate, Leo Denmark ETH-615, flezelastine 
hydrochloride, Merck Fterosst L 66353 6, Merckle ML-3000, 
3M Pharmaceuticals R-S40, rilopirox, Schering Plough 
SCH 40120, tepoxalin, linazolast (TMK-688), Tanabe T- 
757, Tanabe T-799, Zeneck ZD-2138, Abbott A 72694, 
Abbott A-80263, Biofor BFY3 97, Bristol-Myers Squibb BU- 
4601A, carbazoycin C, lagunamycin, Wellcome BW-70C, 
Ciba-Geigy CGS-2 6529, Warner-Lambert CI 1004, Warner- 
Lambert PD-136005, Warner-Lambert PD-145246, Elsai E 
3040, Fujirebio F-1322 , Fiscks FPL-64170, Fujisawa FR 
1103 02, Nippon Kypox HX 03 3 5 A Merck ■ & Co L- 699333 , 
Merck Frosst L 739010, Lilly ^Y-269415, Lilly LY 
173002, Meiji Milk MM-7002, Ho&chst Roussel ?- 8392, 
Koechst Roussel P 8977, SmithKline Beecham S3-202235, 
Green Cross SS-81-OH, Terumo Keifc University TMK 635, 
American Home Products WAY-121520V American Home 
Products WAY-125007, Zeneca ZD 77]b, Zeneca ZM-216800, 
Zeneca ZM 230487, 1, 2-dihydro-n- (2\thiazolyl) -1- 
oxopyrrolo (3,2, 1-kl) phenothiazine-lVcarboxamide, Abbott 
A-65260, Abbott A-69412, Abbott AbboVt-63 162 , American 
Home Products AHR-5333, Bayer Bay-q-A531, Boehringer 
Ingelheim BI-L-3 57, Boehringer Ingelheim BI-L-933S, 
Boehringer Ingelheim BIL 226XX, Bristol-Myers Squibb 
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BMY-30094\ carbazorhycin B, Wellcome BW 4C, Wellcome BW- 
B218C, Wellcome BW-B7 0C , Chauvin CBS-1114, Ciba-Geigy 
CGS-21595, Ciba-Geigy CGS-22745, Ciba-Geigy CGS-23885 , 
Ciba-Geigy COS 24891, Ciba-Geigy CGS-3515, Chiesi CHF- 
5 1909, Warner-Dambert €1-985, Warner-Lambert CI 987, 
cirsiliol, docebenone, Du?or.: Merck Du?-654, Eisai E 
5110, Eisai E-60\S0 , Green Cross EN- 10 5 , enofelast, 
epocarbazolin-A, \eprovafen, evandamine, f orsythiaside , 
Fisons FPL 62064 , Vuaxo GR-80907 , ■ Zeneca ICI-211965, 
10 isoflavans, Kyowa Hakko KF-8940, Merck & Co L-651392, 
Merck & Co L-65189s\ Merck & Co L-652343, Merck & Co 
L-656224, Merck & Co\l-57053Q, Merck & Co L-574636, 
I-* Merck & Co L-691816, Lilly LY-233569, Lilly LY-280810, 

j=; Merck & Co MK-591, MerVk & Co MK-886, nitrosoxacin-A, 

^0 15 Ono ONO-53 49, Ono ONO-LP-219 , Cno OMO-LP-2 59, Warner - 
Jj; Lambert PD-127443, Purdik Frederick PF-5901, Sandoz QA- 

203-199, Johnson & Johnsoh R-58151, Johnson & Johnson 
sp R-853 55, Rhone-Poulenc Ro^er Rev-53 67, Rhone-Poulenc 

q Rorer RG-5901-A, Rhone-PcuLr.c Rorer RG-6856, Roussel- 

W 20 Uclaf RU-46057, Searle SC-4\sSlA, Searle SC-45662, 
III Sandoz SDZ-210-610, SmithKli&e Beecham SK&F-104351, 

'3 SmithKline Beecham SK&F-10449S , SmithKline Beecham 

I s § \ 

M * SK&F-105809, Synthelabo SL-S1-U433, Teijin TEI-8005, 

Terumo TMK-777, Terumo TMK- 7 3 1 A Terumo TMK-789, Terumo 

25 TMX-919, Terumo TMK-S9 2 , TeikokA Hormone TZI-2721, 

Teikoku Hormone TZI-41127, American Home Products WAY- 
12073 9, American Home Produces Wy\47238, American Home 
Products Wy-48252, American Home Products Wy-5029 5, and 
Yoshitomi Y-19432. \ 

30 \ 

12. The combination of Claim li wherein the 5- 
lipoxygenase inhibitor is selected frd>m masoprocol, 
tenidap, zileuton, flobufen, lonapalene, tagorizine, 
Abbott A-121798, Abbott A-76745 , N' - [ [5V (4- 

35 f luorophenoxy) furan-2-yl] -1 -methyl -2 -prdpynyl] -M ' - 
hydroxyurea (Abbott A-78773 ) , (R) { + ) N' - [ [\5- (4- 
f luorophenoxy) furan-2-yl] -l-methyl-2-prop^nyl] -N- 
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hydroxyurea (Abbott A-7917 5) , Abbott ABT 7 61, Dainippon 
AL-3264, aayer Bay-x-1005, Biofor BF-389, bunaprolast, 
Cytomed CM^-392, Takeda CV-6504, Efamol EF-40, Ciba- 
Geigy CGS-2QS29 , enazadrem phosphate, Leo Denmark ETH- 
5 615, f lezelasfcine hydrochloride, lonapalene, Merck 
Frosst L 6635^6, Merck Frosst L 699333, Merckle ML- 
3000, 3M Pharmaceuticals ?.-3 40, rilopirox, Schering 
Plough SCH 4012A, tepoxalin, linazolast (TMX-6S3), 
Tanabe T-7 57, Tanabe T-79S, Zeneca ZD 7717, Zeneca ZM- 
10 216300, Zeneca ZM\23Q437, and Zeneca ZD-2133 . 



13 . The combination of Claim i2 wherein the 5- 
f** lipoxygenase inhibitor is selected from tenidap, 

zileuton, flobufen, lonapalene, tagorizine, Abbott A- 
=0 15 121798, Abbott A-7 67 45\ N 1 - [ [5- (4-f luorophencxy ) furan- 
!]f 2 -yl ] -1 -me thy 1-2 -propynVl] -N 1 -hydroxyurea (Abbott A- 

£ 78773), (R) ( + ) N ' - [ [ 5 - ( 4-Vluorophenoxy ) f uran-2-yl] -1- 

4= methyl-2-propynyl] -N-hydrctxyurea (Abbott A-79175), 

U Abbott ABT 761, Ciba-Geigy\CGS-26529 , Biofor BF-389, 

Ui 20 Cytomed CMI-392, Leo Denmark ETK-615, lonapalene, Merck 
Frosst L 699333 , Merckle ML--\000, 3M Pharmaceuticals R- 
840, linazolast (TMK-688), TaXabe T-757, Tanabe T-799, 
Zeneca ZD 7717, Zeneca ZM-216s\o, Zeneca ZM 230437, and 
Zeneca ZD-2133 . 

25 

14. The combination of ClairrAlO wherein A is 
selected from oxazolyl , isoxazolyl ,\ thienyl, 
dihydrofuryl, furyl, pyrroiyl, pyrazblyl, thiazolyl, 
imidazolyl, isothiazolyi , cyclopentenyl , phenyl, and 

3 0 pyridyl; wherein R- is selected from c - and 6 -member ed 
' heterocycio, lower cycloalkyl, lower cycloalkenyl and 
aryl selected from phenyl, biphenyl and naphthyl, 
wherein R- is optionally substituted at a\ substitutable 
position with one or more radicals selectee from lower 
3 5 alkyl, lower haloalkyl, cyano, car boxy 1 , lower 

alkoxycarbonyl, hydroxy 1, lower hydroxyalkyl\ lower 
haloalkoxy, amino, lower alkylamino, phenylamlno, 
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nitro, \lower alkoxyalkyl, lower alkylsulf inyl, halo, 
lower arkoxy and lower alkylthio; wherein R 2 is selected 
from loweV alkyl and amino; and wherein R 3 is a radical 
selected fspm halo, lower alkyl, oxo, cyano, carboxyl, 
lower cyanoalkyl, heteroaryloxy , lower alkyloxy , lower 
cvcloalkyl, phenyl, lower haloalkyl, 5- or 6-membered. 
heterocyclo, lcswer hydroxylalkyl , lower aralkyl, acyl, 
pheny lcarbony 1 , \lower alkoxyalkyl, heteroaryloxy, 
alkoxycarbonyl , kminocarbonyl , alky laminocarbonyl , 
alkylamino, aminoalkyl , aikylaminoalkyl , aryloxy, and 
aralkoxy; or a pharrciaceucically-acceptable salt 
thereof. \ 

15. The combination of Claim 3^ wherein A is 
selected from oxazolyi \ isoxazolyl, dihydrofuryl, 
imidazolyl, and pyrazolw.; wherein R 1 is selected from 
5- and 6-membered heterocyclo, and aryl selected from 
phenyl, biphenyl and naphthyl, wherein R 1 is optionally 
substituted at a substitutable position with one or 
more radicals selected from Vower alkyl, lower 
haloalkyl, cyano, carboxyl, lbwer alkoxycarbonyl, 
hydroxyl, lower hydroxy alkyl , lower haloalkoxy, amino, 
lower alkylamino, pheny 1 amino , Vitro, lower 
alkoxyalkyl, lower alkylsulf inyl\ halo , lower alkoxy 
and lower alkylthio; wherein R 2 isv amino ; and wherein R 3 
is a radical selected from oxo, cyano, carboxyl, lower 
alkoxycarbonyl, lower carboxyalkyl , uower cyano alkyl , 
halo, lower alkyl, lower alkyloxy, lower cvcloalkyl, 
phenyl, lower haloalkyl, 5- or 6-membered heterocyclo, 
lower hydroxylalkyl, lower aralkyl, acyl , 
phenyl car bo nyl , lower alkoxyalkyl, 5- oA 6-membered 
heteroaryloxy, amino carbc nyl , lower alkyiaminocarbonyl , 
lower alkylamino, lower aminoalkyl, lower \ 
aikylaminoalkyl, pheny ioxy, and lower aralkoxy; or a 
pharmaceutically-acceptable salt thereof. \ 
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The combination of Claim 15 wherein A is 
selected from oxazolyl, isoxazolyl, imidazolyl, and 
pyrazolylSj wherein R 1 is phenyl optionally substituted 
at a substritutable position with one or more radicals 
5 selected frW methyl, ethyl, isopropyl, butyl, tert- 

butyl, isobuVyl, pentyl, hero/1, trif luoromethyl , cyano, 
carboxyl , me tVoxycarbony 1 , hydroxy 1 , hydroxymethyl , 
trif luoromethoky , amino, N-me thy lamino , N,N- 
dime thy lamino, N-ethylamino, N, N-dipropylamino , N- 
10 buty lamino, N-meVhyi -N-ethy lamino , nitro, 

methoxymethyl, me\hylsulf inyl , fluoro, chloro, bromo, 
methoxy , ethoxy, pisopoxy , n-butoxy, pehtoxy , and 
methylthio; wherein\R 2 is amino; and wherein R 3 is a 
radical selected froA oxo, cyano, carboxyl, 
15 methoxycarbonyl , etho^/carbcnyl, carboxypropyl , 

carboxymethyl, carboxyethyl , cyanomethyl, fluoro, 
chloro, bromo, methyl, eVnyl, isopropyl, butyl, tert- 
butyl, isobutyl, pentyl, r\pcyl , f luoromethyl , 
dif luoromethyl , trif luoromethyl , chloromethyl , 
dichloromethyl , trichlorometifoyl , pentaf luoroethyl , 
heptaf luoropropyl , f luorometWl , dif luoroethyl , 
dif luoropropyl , dichloroethyl Adichloropropyl , methoxy , 
ethoxy, propoxy, n-butoxy, pentoucy, cyclohexyl, phenyl, 
pyridyl, thienyl, thiazolyl, oxazolyl, furyl, 
25 pyrazinyl, hydroxylmethyl , hydrox^tlpropyl , benzyl, . 

formyl, phenylcarbonyl , methoxymetftvl, furylmethyloxy , 
aminocarbonyl, N-mechylaminocarbonyl , N, M- 
dimethylaminocarbonyl , N, N-dimethylaniino , N-ethylamino , 
N, N-dipropylamino , N-buty lamino , N-me^hyl -N-ethylamino, 
3 0 aminomethyl , N, N-dimethylaminomethy 1 , N-methyl-N- 
ethylaminomethyl , benzyloxy, and phenylo^xy; or a 
pharmaceutically-acceptable salt thereol 



Us 20 




^comoxna 




tion of Clair^lS selected from 
coiftpounds, their pro3h?uas and their pharmaceutically- 
ceptable salts, of the grolrp-<onsisting of 



C-2915 
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3- (3 f A-dif luorophenyl) -4- ( 4-methylsulf onylphenyl) - 

2 - (5H) -furaitone; 

3- phenyL-4-4-methylsulfonylphenyl) -2- (5H) -furanone 
4 - [5 - (4-\chlorophenyl) - 3- ( trif luoromethyl) -1H- 

5 pyrazol - 1 -y 1 ] toenzenesul f onamide ; 

4 - (5 - ( 4 -Ae thylphenyl ) -3- ( tr if luoromethyl } -1K- 
pyrazol-l-yl] benzenesulf onamide ; 

4 - 1 5 - ( 3 - f luoro- 4 -methoxyphenyl ) -3 - 
(dif luoromethyl )VlH-pyrazol-l-yl ] benzenesulf onamide; 
10 3- [1- [4- (meahylsulfcnyi) phenyl] -4-trif luoromethyl - 

IK- imidazol- 2 -yl] pyridine ; 

2 -methyl -5 - [IV [4- (methylsulf onyl ) phenyl] -4- 
I* trif luoromethyl-lH-\midazoi-2-yl] pyridine; 

j:; 4 - [2 - (5-methylp^ridin-3-yl) - 4- ( tr if luoromethyl ) - 

*0 15 lH-imidazol-l-yl] benzenesulf onamide; 

4- [5-methyl-3-phanylisoxazol-4- 
yl] benzenesulf onamide ; 

4- [5 -hydroxy ethyl -phenylisoxazol-4- 
yl ] benzenesulf onamide ; 
20 [2-trif luoromethyl-5- (3 , 4 -dif luorophenyl) -4- 

oxazolyl] benzenesulf onamide ; 

4- [ 2 -methyl -4 -phenyl - 
oxazolyl] benzenesulf onamideV and 

4- [5- (3-f luoro-4-metho:Wphenyl-2-trif luoromethyl) - 
25 4-oxazolyl] benzenesulf onamide 

18. The composition of Claim & wherein the 
leukocvte activation inhibitor is a cyclosporin 




30 19. The composition of Claim^lS. wherein the 

Qj*< cyclosporin is cyclosporin A. 

20. A pharmaceutical composition comprising a 
pharmaceutically-acceptable carrier and a 
35 therapeutically-ef f ective amount of a 5 -lipoxygenase 
inhibitor, a cyclosporin and a cyclooxygenase-2 



inhibitor selected from Dupont Dup 697, Taisho NS-398, 
meloxicam, flosulide and compounds of Formula I 




I 



wherein A is a 5- or 6 -member ring substituent 
selected from partially unsaturated or unsaturated 
heterocyclo and carbccyclic rings; 

wherein R 1 is at least one substituent selected 
from heterocyclo, cycloalkyl , cycloalkenyl and aryl, 
wherein R 1 is optionally substituted at a substitutable 
position with one or more radicals selected from alkyl, 
haloalkyl, cyano, carboxyl, alkoxycarbonyl, hydroxy 1 , 
hydroxyalkyl, haloalkoxy, amino, alkylamino, arylamino, 
nitro, alkoxyalkyl, alkyisulf inyl , halo, alkoxy and 
alkylthio; 

wherein R 2 is selected from alkyl, and amino; and 
wherein R 3 is a radical selected from halo, alkyl, 
alkenyl, alkynyl, oxo, cyano, carboxyl, cyanoalkyl, 
heterocyclooxy, alkyloxy, alkylthio, alkylcarbonyl , 
cycloalkyl, aryl, haloalkyl, heterocyclo, cycloalkenyl, 
aralkyl, heterocycloalkyi , acyl, alkylthioalkyl , 
hydroxyalkyl, alkoxycarbonyl , arylcarbonyl, 
aralky lcarbonyl , aralkeny 1 , alkoxyalkyl , ary Ithioalky 1 , 
aryloxyalkyl , aralky Ithioalky 1 , aralkoxyalkyl , 
alkoxyaralkoxyalkyl , alkoxycarbonylalkyl , 
aminocarbonyl, aminocarbonyl alkyl , alkylaminocarbonyl , 
N-ary laminocarbony 1 , N-alky 1 -N-arylaminocarbony 1 , 
alkylaminocarbonylalkyi, carboxyalkyl , alkylamino, N- 
arylamino, N-aralkylamino , N-alkyl-N-aralkylamino, N- 
alkyl-N-arylamino, aminoalkyl, alkylaminoalkyl, N- 
arylaminoalkyl, N-aralkylaminoalkyl , N-alkyl-N- 
aralkylaminoalkyl, N-alkyl-N-arylaminoalkyl , aryloxy, 
aralkoxy , ary 1 thio , aralky 1 thio , alkylsul f inyl , 
alkylsulfonyl, aminosulf onyl , alkylaminosulfonyl, N- 
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kect; grar 



disease 



nder 



arylaminosulfonyl, arylsulf onyl, N-alkyl-N- 
arylaminosulf onyl ; 

or a pharmaceutically-acceptable salt thereof. 

The method of Claim 2 further characterized 
bv suppressing immune response in a subject susceptible 
to or affected with rejection of an organ transplanted 

us host disease; an 
.ammatory disease, or a . 
ing autoimmune or inflammatory 
an allergy; asthma; airway 
tic s lock; myesthemia gravis ; 
s; Gr^/e's disease; autoimmune 

luxe thromboeytopenia purpura; 
ease; idiopathic Addison's 
urticaria; an acute 
a delayed hypersensitivity 
hemolytic anemia; 
tibody- induced 
hypersensitivity pneumonitis; 

thyroiditis; encephalomyelitis ; or 



thyroidii 



to said sub} 
autoimmune 
condition with 
reactivities or 
hypersensitivity 
autoimmune 
hemo.lytic anemia; 
mixed connective t 
disease; Sjogren 1 
hypersensitivity 
response; Goodpas 
contact dermatiti 
thrombocytopenia ; 
glomerulonephrit 
meningitis. 



esopns; 



futc 



syndrc 
'esoonse 



ure 1 s s;\ 



Dme; 



granuloma ; 



